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chain nodes : 

11 12 13 14 21 22 23 24 25 31 32 39 40 41 42 43 
ring nodes : 

1 2 3 4 5 6 7 8 9 15 16 17 18 19 20 26 27 28 29 30 33 34 35 
36 37 38 
chain bonds : 

7-12 9-11 12-13 12-14 14-15 17-22 18-23 20-21 23-24 24-25 24-26 28-42 
30-31 31-32 32-33 36-39 39-40 39-41 42-43 
ring bonds : 

1-2 1-6 2-3 3-4 4-5 5-6 5-7 6-9 7-8 8-9 15-16 15-20 16-17 17-18 18-19 
19-20 26-27 26-30 27-28 28-29 29-30 33-34 33-38 34-35 35-36 36-37 37-38 
exact/norm bonds : 

5-6 5-7 6-9 7-8 7-12 8-9 9-11 12-13 12-14 14-15 17-22 18-23 20-21 23-24 
24-25 24-26 26-27 26-30 27-28 28-29 28-42 29-30 30-31 31-32 32-33 33-34 
33-38 34-35 

35-36 36-37 36-39 37-38 39-40 39-41 42-43 
normalized bonds : 

1-2 1-6 2-3 3-4 4-5 15-16 15-20 16-17 17-18 18-19 19-20 
isolated ring systems : 
containing 1 : 15 : 26 : 33 : 
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chain nodes : 

11 12 13 14 21 22 23 24 25 31 32 39 40 41 42 43 44 
ring nodes : 

1 2 3 4 5 6 7 8 9 15 16 17 18 19 20 26 27 28 29 30 33 34 35 
36 37 38 
chain bonds : 

7-12 9-11 12-13 12-14 14-15 17-22 18-23 20-21 23-24 24-25 24-26 28-42 
30-31 31-32 32-33 36-39 39-40 39-41 41-44 42-43 
ring bonds : 

1-2 1-6 2-3 3-4 4-5 5-6 5-7 6-9 7-8 8-9 15-16 15-20 16-17 17-18 18-19 
19-20 26-27 26-30 27-28 28-29 29-30 33-34 33-38 34-35 35-36 36-37 37-38 
exact/norm bonds : 

5-6 5-7 6-9 7-8 7-12 8-9 9-11 12-13 12-14 14-15 17-22 18-23 20-21 23-24 
24-25 24-26 26-27 26-30 27-28 28-29 28-42 29-30 30-31 31-32 32-33 33-34 
33-38 34-35 

35-36 36-37 36-39 37-38 39-40 39-41 41-44 42-43 
normalized bonds : 

1-2 1-6 2-3 3-4 4-5 15-16 15-20 16-17 17-18 18-19 19-20 
isolated ring systems : 
containing 1 : 15 : 26 : 33 : 



Match level : 

l:Atom 2:Atom 3:Atom 4:Atom 5:Atom 6:Atom 7:Atom 8:Atom 9:Atom 11:CLASS 
12:CLASS 13:CLASS 14:CLASS 15:Atom 16:Atom 17:Atom 18:Atom 19:Atom 20:Atom 
21:CLASS 22:CLASS 

23:CLASS 24:CLASS 25:CLASS 26:Atom 27:Atom 28:Atom 29:Atom 30:Atom 31:CLASS 
32:CLASS 

33:Atom 34:Atom 35:Atom 36:Atom 37:Atom 38:Atom 39:CLASS 40:CLASS 41:CLASS 

42:CLASS 43:CLASS 

44:CLASS 
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AB A VLA-4 (very late antigen-4) inhibitory compound I sodium salt pentahydrate 
having high solubility in water and long-term stability was prepared Thus, 
EDCI-mediated acylation of trans-4- [ (4S) -methoxy- (2S) - 
pyrrolidinylmethoxy] cyclohexanecarboxylic acid Me ester with 
[2,5-dichloro-4-[ ( 1 -methyl- lH-3-indolylcar bony 1 ) amino] phenyl] acetic acid, 
followed by treatment with aqueous NaOH afforded compound I sodium salt 
pentahydrate. Compound I sodium salt pentahydrate is claimed useful for the 
treatment of inflammation, diabetes, etc. 
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I 



AB 



Title compds. I [Zl = 



P-OR6; Z2 = H; Rla, Rib = lower alkyl, 



(un) substituted Ph, (un) substituted PhCH2; R6 = lower alkyl] are prepared by 

esterif ication of trans-4-HOZ3C02CMeRlaRlb (Z3 = cyclohexanediyl ; Rla, Rib 

= same as above) with (S) - (+) -epihalohydrin, treatment with H2C:CHX3 (X3 = 

MgCl, MgBr, Mgl, Li), Mitsunobu reaction with [ (un) substituted 

benzo] succinimide, treatment with hydrazines, amidation with 

(un) substituted benzoyl compds . , cyclization in the presence of iodine, 

and via I [Zl = O-R3C02; Z2 = H; Rla, Rib = same as above; R3 = 

(un) substituted Ph] , I [Z2 = R402C; R4 = (un ) substituted PhCH2, Ph2CH; Zl, 

R3, Rla, Rib = same as above], I [Zl = a-OH; Z2, R4, Rla, Rib = same 

as above], I [Zl = P-R5C02; R5 = H, lower alkyl, (un) substituted Ph; 

Z2, R4, Rla, Rib = same as above], and I [Zl = p-OH; Z2, R4, Rla, Rib 

= same as above] . Thus, I (Zl = a-OH, Z2 = cbz, Rla, Rib = Me) was 

formylated, hydrolyzed, treated with Mel, and deprotected to give I (Zl = 

P-Me0, Z2 = H, Rla, Rib = same as above) , which was amidated with 

2 , 5-dichloro-4- [ ( 1 -met hy Undo 1-3 -yl ) car boxamido] phenyl acetic acid to 

afford the corresponding amide. 
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RL: SPN (Synthetic preparation); PREP (Preparation) 

(stereoselective preparation of VLA-4 inhibitors from trans- 
cyclohexanecarboxylic acid tertiary ale. esters) 

RN 793669-59-7 CAPLUS 

CN Cyclohexanecarboxylic acid, 4- [ [ (2S, 4S) -1- [2- [2, 5-dichloro-4- [ [ (1-methyl- 
lH-indol-3-yl ) car bony 1 ] amino] phenyl ] acetyl] -4-methoxy-2- 
pyrrolidinyl]methoxy] -, trans- (CA INDEX NAME) 

Absolute stereochemistry. 
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AB Disclosed is an advantageous method for producing an intermediate compound I 
[wherein X = H or halo; Y = halo or alkoxy; R2 = alkyl; R4 = 
(un) substituted alkyl or aralkyl], which is useful for obtaining a safe 
compound having excellent VLA-4 inhibitory activity. For example, the 
compound I»Na (X = Y = CI; R2 = Me; R4 = H) was prepared in a multi-step 
synthesis . 

IT 858362-36-4P 

RL: IMF (Industrial manufacture); RCT (Reactant); SPN (Synthetic 
preparation); PREP (Preparation); RACT (Reactant or reagent) 
(intermediate; preparation of pyrrolidine derivs.) 

RN 858362-36-4 CAPLUS 

CN Cyclohexanecarboxylic acid, 4- [ [ (2S, 4S) -1- [2- [2, 5-dichloro-4- [ [ (1-methyl- 
lH-indol-3-yl ) carbonyl] amino] phenyl] acetyl] -4-methoxy-2- 
pyrrolidinyl] methoxy] -, sodium salt (1:1), trans- (CA INDEX NAME) 



Absolute stereochemistry. 




OMe 



• Na 



IT 835901-02-5P 

RL: IMF (Industrial manufacture); SPN (Synthetic preparation); PREP 

(Preparation) 

(preparation of pyrrolidine derivs . ) 
RN 835901-02-5 CAPLUS 

CN Cyclohexanecarboxylic acid, 4- [ [ ( 2S, 4S ) -1- [ [ 2 , 5-dichloro-4- [ [ ( 1-methyl-lH- 
indol-3-yl ) car bony 1] amino] phenyl ] acetyl] -4-methoxy-2-pyrrolidinyl ] methoxy ] - 
, monosodium salt, pentahydrate, trans- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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AB This invention pertains to a method for producing heterocycle substituted 
phenylacetic acid derivs. I [wherein Rl = (un) substituted aryl or 
heteroaryl; R2 = (un) substituted alkoxy, aralkyloxy, phenoxy, etc.; X = H 
or halo; Y = halo or alkoxy] . For example, the compound II was prepared in a 
multi-step synthesis. This invention provides a convenient method to 
prepare phenylacetic acid derivs. which are useful intermediates for the 
preparation of medicinal compds . 

IT 858362-36-4P 

RL: IMF (Industrial manufacture); RCT (Reactant); SPN (Synthetic 
preparation) ; PREP (Preparation) ; RACT (Reactant or reagent) 
(intermediate; preparation of phenylacetic acid derivs.) 

RN 858362-36-4 CAPLUS 

CN Cyclohexanecarboxylic acid, 4- [ [ ( 2S, 4S ) -1- [ 2- [ 2 , 5-dichloro-4- [ [ ( 1-methyl- 
lH-indol-3-yl ) carbonyl] amino ] phenyl ] acetyl] -4-methoxy-2- 
pyrrolidinyl] methoxy] -, sodium salt (1:1), trans- (CA INDEX NAME) 

Absolute stereochemistry. 
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IT 835901-02-5P 

RL: IMF (Industrial manufacture); SPN (Synthetic preparation); PREP 

(Preparation) 

(preparation of phenylacetic acid derivs.) 
RN 835901-02-5 CAPLUS 

CN Cyclohexanecarboxylic acid, 4- [ [ (2S, 4S) -1- [ [2, 5-dichloro-4- [ f ( 1-methyl-lH- 
indol-3-yl ) carbonyl] amino] phenyl ] acetyl] - 4 -methoxy- 2 -pyrrol idinyl ] methoxy ] - 
, monosodium salt, pentahydrate, trans- (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 
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AB This invention pertains to a method for industrially advantageously 

producing 1 , 4-trans-cyclohexanecarboxylic acid derivative I which comprises 
reduction and isomerization processes. Trans-4- [ ( 4S ) -Methoxy- ( 2S ) - 
pyrrolidinylmethoxy ] cyclohexanecarboxylic acid Et ester (preparation given) was 
reacted with 2 , 5-dichloro-4- [ ( l-methyl-lH-indol-3- 

yl ) carboxamido] phenylacetic acid (preparation given) to give I Et ester 

(99.8%) . 
IT 793669-59-7P 

RL: IMF (Industrial manufacture); SPN (Synthetic preparation); PREP 

(Preparation) 

(preparation of pyrrolidine derivs.) 
RN 793669-59-7 CAPLUS 

CN Cyclohexanecarboxylic acid, 4- [ [ (2S, 4S) -1- [2- [2, 5-dichloro-4- [ [ (1-methyl- 
lH-indol-3-yl ) car bony 1 ] amino] phenyl ] acetyl] -4 -methoxy- 2- 
pyrrolidinyl] methoxy] -, trans- (CA INDEX NAME) 

Absolute stereochemistry. 
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